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Sir: 

1, Tomoyuki Kanda. Ph.D., do hereby declare as follows: 

1. I attended Toyama Medical and Pharmaceutical University fiom 
1985-1988 and received a Bachelors in Pharmacology in 1988. 

2. From 1988-1 990, 1 attended Graduate School of Phaimacology at 
Osaka University and received a Masters of Science in Pharmacology in 1990. I received 
my Ph.D. in Pharmacolo^ in 1999. 



Examiner: Manu M. Manohar 
Group Art Unit: 1617 
Confirmation No. 91 68 



3. I have bcem employed by Kyowa Uakko ICogyo Co., Ltd. (now 
Kyowa Hakko Kirin Co., Ltd.) since 1990. My positions there have been: 

1990-2003 Researcher in Neurophannaco logy 

1993-1995 Visiting Research Fellow of the King's College 

London, University of London 

2003-2008 Senior Researcher, Pharmacological Research 

Laboiatories Phannac^tical Research Center 

200S-piesent Senior Scientist, Phajouacological Research 

LaboratDiies Research Division 

4. I have nearly 25 years eiqjeiience in phannacology, and more than 
19 years experience conducting pharmacological research and development, including 
specializing in the field of treating deprestaon. 

5. I am fimiliar with the prosecution and claims of U.S. a^Iication No. 
10/565^9, including the Examiner's rejection of claims 1,3,8 and 9 under 35 U.S.C. 
§103(a) as being obvious over WO 03/022283 in view ofWO 99/12546. 

6. 1 have prepared this Declaration in order to ilkstiate that use of the 
piesait invention unexpectedly achieves vastly superior results over the Examiner's 
combination of prior ait. 

7. ICR male mice (20-35g each) were selected for use in an art- 
acc^ted animal model of depiession'. The mice were su^eaded for 6 minutes by 
adhesive t^e, at a site about 2 cm fi»m the tip of their tails, from a bar fixed horizontally 



' Stem etaL, The tail $usg[>e9asion test: a new method for sis^eeningantid^ressants in mice, 

Rsydiophantacol., VoL 85, No. 3 (1985) 367-70. 
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at a height of about 60 era. E)uration of unmobilily duiing the last 4 minutes of tfie 6 
nunute period was measuied (significance test: Student's t test). 

8 . A repiBsenlative selective serotonin reuptake inhibitor ("SSRT') and 
(E)-8-(3,4^inielhoxyslyiyr)-l 3-diefiiyl-7-methyI-3,7- dihydiD-lH'puiine-2,6-di«Mie 
("Compound (I)") were separately suspended in distilled water containing 0.5% methyl 
cellulose. These suspensions were orally administered as described below such that the 
peak onset of activity of the SSRI overl^s with tiie peak onset of activity of Compound (1). 

9 . Accoiding to the predetermined time, (i) both suspensions 
containing the SSRI and Con^und (I) were orally administered at 0.1 inL per 10 g body 
weigjit to mice. Further, (ii) the suspension containing the SSRI was orally administered 
to tile group, and (iii) a solution of distilled water containing 0.5% meihylcellulose without 
containing any active coicqx>unds (the "solvent control group") and (iv) the suspensi<m 
containing Con^pound (I) were also administered to g^vps, each at 0.1 mL per 10 g of 
mouse body weight 

10. The effects obtained by the foregoing procedures were evaluated 
according to the following mdex. The dumtion of immobility in the solvent control group 
was assumed to be 100%, and the mte of Change (%) of the durationiof immobility in each 
administration group were calculated and compared. The duration of immobility and the 
rate of change (%) of the duration of innnobilify in each administration group, is shown in 
Table 1 and 2 below. 



Table 1 





Duration of immobUity (sec) 


Rate of change of duration 
ofiBomobilily to solvait 
control group (%) 


Test confound 
(dose: m«/kK) 


Meaa value ± 
Standard error 


Solvaat control 
group 


81.3 ±13.1 




OompouiKi (1} 
(0.04) 


70.1 ± 19.1 * 


-14 


Paroxetine 
hydrochloride 
bydiate 
(2.50) 


79.6 ±16.6* 


-2 


ConqKnmdCl) 
(0.04) 

Paroxetine 
hydrochloride 
hydiate (2.50) 


31.7 ±9.6** 


-61 



*; Not Significant, **: p < 0.01 



Table 2 





Duration of immobilily (sec) 


Rate of change of duration 
of immobility to solvent 
control group (%) 


Test compound 
(dose: mg/kg) 


Mean value ± 
Standard enor 


Solvent control 
group 


102.2 ±9.1 




Compound (1) 
(0,04) 


87.9 ±14.9* 


-14 


Fluoxetine 
hydrochloride 
(10.00) 


85.7 ±18.9* 


-16 


Compound (I) 
(0.04) 

+ 

Fluoxetine 
hydrochloride 
(10.00) 


40.5 ±143** 


-60 



*: Not Significant, **: p < 0.01 



11. As seen in Table 1 , in the groiqj administered both an SSRI and 
Compound (I) together, the reduction on ftie rate of change (%) of the duration of 



immobility is enhanced nearly four-fbld more (61%) than die e:!q)ected siEiqple combination 
of results (2%+16%) obtained by combining &e SSRI (2%) and Compound (1) alone 
(14%). Furthennoie, as seen in Table 2, in the gtoiqj administered both an another SSRI 
and Con^und (1) together, the seduction on the rate of change (%) of the duration of 
immobility is enhanced two-fold more (60%) than the eicpected sinq>le combination of 
results (1 6%+14%) obtained by ccHubining the SSRI (1 6%) and Conqwund (I) alone 
(1 4%). In other words, I believe that the use of Compound (1) or a phaimaceutically 
acceptable salt thereof and an SSRI in combination toge&er enables vastly more effective 
treatment of depression than -would have been e^q^ected fiom the results of using either of 
these separately. 



true and that aU statements made cm information and belief are believed to be tiu^ and 
fiirther these statements were made with the knowledge that williiil felse statements and 
the like so made are punishable by fine or imprisonment, or botfi, under Section 1 00 1 of 
Title 1 8 of the United States Code and that such willful feJse statements may jeopaidize the 
validity of the ^plication or any patent issuing dieieon. 



I fiuther declare that all statements made herein of my own knowledge are 




Tomoyuki Kanda, Ph,D. 



Date: Ifcft, 'J^^ 2p&f 
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